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im^^ 1 1 
im^m 2 ] 

^}v^)ymm.m (*;i'jto~3o%) . iry^v^i^vm. mm«mi>L<ity^xyT^ 

y;i/^^U-fen-;i/« (-^ ;i^Jt 0 -40%) , is )m (^;i'ib0-70%) ^ 

umm. 3 ] 

[tt^:^ 5 1 

m^m 6 ] 
mim 8 ] 

mlti"^'^'^''^ «fi:**-4o~oinvc*> s . w^:^ 7 iB«<^Bi^v^«ffl t fz \mmmm 



{mim. 1 0 1 
imim 1 1 1 



[It*:^ 12]° 



. 6' --i^Ty r )vy r 1,2-7 y \£^~y^-mm.. ry^yriz-^ 

>y If;*— T;i'7Tl.4v>^if:t-^-|im. T;v 7 r 1. 6v > y -kn 
M^. T;V-7Tl,3T;i'7Tl,6v>y hy:^-;;^=$S^, * y > y 3 Si^lS. 
y a'v>'y-;^4 b7^aM> ^ y ^f-^^y -J^ 5 -bMII. y =f-r 6 AHM 

y =rv>y~;^7;^MII. y =f > y - ;^ 8 ^y ^^-^^^-.^ 9+-Mi£ 7 

~>;i.^^ f^-^-Mil. 3'-'>Ty;v75' >-;^=«||a:feJ:W-'>Ty;i^7i^ 
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im^m 1 3 ] 
im^m 1 4 ] 
im^m 1 5 ] 

Iff 1 6 ] 

iJ;}.°V-A^i3 iyf/t/cfiV >:^/-Me®l37 5 y 7;V3-;v=^|*>g-$-ii:;2>i 1 J: 

im^m 1 7 ] 

[It*:^ 1 8 ] 

^t'^m^t:^iymm. mmmmmm. jkmrn^mm^. TU)\^^-mmm 
m-^-^ 1 9 ] 

y^^-^^^'^iJ ^ >'gL#. tn;-9--l' YiJ^y-'^^i}^ y^^W^'W-. siRNA^DNA^ i^<D 
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[0 0 0 1] 



[0 0 0 31 
[0 0 0 4] 

10 0 0 5] 

AnHr. ? P K f ^^.^"^^^'^^ (DYamazaki. N.. Kojima. S.. Bovin. N.V 

s'pIJ ! M ^^G^bius, H.-J. (2000) Adv. Drug Delivery Rev. 43. 22 

co^nJi fn'' ^' J^r^' Gabius. H.-J.. Kojima. S (2001) Trends in Gly 
coscience and Glycotechnology 13. 319-329. . http://www.gak.co. jp/TIGG/71PDF/yamaz 
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[0 0 0 6 J 

mtC^->rf- ^>;^^$tL^:V^^,0;5q5^:^t*■e*S ( DForssen. E. and Willis. M. (1 
998) Adv. Drug Delivery Rev. 29. 249-271. 2mm^m ' mm^M (1999) . 

Ds •mmmm'y^7'2^. l59-l67M^ mm'j^~i-)\^n. ±m o $iii<^:9-i=-^,fifeM 

icov>TST<^W^*-*^'b^xrv>^^^ -?-tL^«t^S^filifi^#:^ (in vitro) KX^i, 

V> ( DDeFrees, S.A.. Phillips, L. , Guo. L. and Zalipsky. S. (1996) J. Am. Chem. 
Soc. 118, 6101-6104. 2)Spevak, W. . Foxall, C. , Charych, D.H., Dasqupta, F. and 
Nagy. J.O. (1996) J. Med. Chem. 39, 1018-1020. 3)Stahn, R. . Schafer, H. . Kerne 
hen, F. and Schreiber. J. (1998) Glycobiology 8. 311-319. 4)Yamazaki, N.. Jigami 
, Y., Gabius, H.-J., Kojima. S (2001) Trends in Glycoscience and Glycotechnology 
13, 319-329. http://ww.gak.co.jp/TIGG/71PDF/yamazaki.pdf) o Lfz-^^-oX, ^J3t® 

'^mm^m(D0^m^m^j:mm^^^Lfzv yi?y~Ai>z<>^,^x(Dmumt^^p^W)m (in v 

[0 0 0 7] 

mfn* ifii-^mK7i^m^x-^^^^T$> m^m<Dym^mmMmm\^>tzist)mm^ 
mm p°p ^iife^ ^j:t^^:m's-^-h skm^^mm-t ^ 7t o d d s un tLxv^y k^-^ 

Vyt'y-J.<OW^:d^mS^fh'D^^^ (Lehr. C.-M. (2000) J. Controlled Release 65, 

19-29) o ^tihov :ff> v t Lxmm^m\^^fzmmm.mmn') ^'v- 

[0 0 0 8] 

^^mmmt. mz^ mmt^'}^^:^-m&M^^Lxvyi^y~M,mK^^^tix^y). 

> 6' -''yTV Y-^^>=mmT()^hmii£fifzi>(OX^^, V ^y-J^miSXV/^tfz 

±iz^^Lx^y) MTicmt ^fix^^:h:itis^mt-t:h mmmm v *° v - a is i ^ b 
-:^2mm. r -yai^ji^^y^ h-y^^mm. vyn^y^^y^y^; Y~7.mmm^^-(fz--7^ 
=yi\^-7i7 y^-:^=Mms^hmtf\,fzmmz^^'!^m'^f\^fz^)^-V'-j^xih':^x. ^wf') 

[0 0 0 9] 

L:«-L. w^mm<7ium\zn\^x'(^mmttz\mmm-mm^^mn^m\z^m^^ K7 

[0 0 10] 

[#^#fi=:fcMl] Yamazaki, N. . Kojima. S. , Bovin. N.V. , Andre. S., Gabius, S. 

and Gabius, H.-J. (2000) Adv. Drug Delivery Rev. 43. 225-244. 

[^#l^^:S:fi^2] Yamazaki, N., Jigami. Y.. Gabius. H.-J., Kojima, S (2001) Tr 
ends in Glycoscience and Glycotechnology 13, 319-329. 

[^^#l^:i:i^ 3 ] Forssen, E. and Willis, M. (1998) Adv. Drug Delivery Rev. 29 
. 249-271. 

[#^#K=:fcm4l iSiM^m -^633(511(1999). ^HODDS • Wm^^m^y . 15 
9-167M. Ell>^^-^;i/tt 
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#M2 0 0 3 - 2 8 5 4 2 2 ^--J : 3/ 

l^^Wr1Cf^5] DeFrees, S.A., Phillips, L. Guo. L. and Zalipsky, S. (1996) 
J. Am. Chem. Soc. 118, 6101-6104. 

[0^Wf':^CM6] Spevak, W. . Foxall, C. . Charych, D.H.. Dasqupta, F. and Nagy 
, J.O. (1996) J. Med. Chem. 39, 1018-1020. 

WWW:Scm7] Stahn, R. . Schafer, H.. Kernchen. F. and Schreiber. J. (1998 
) Glycobiology 8, 311-319. 

{WWW:Scm8] Yamazaki. N., Jigami, Y., Gabius. H.-J., Kojima, S (2001) Tr 
ends in Glycoscience and Glycotechnology 13, 319-329. 

[#N#K=:fi:i^9l Lehr, C.-M. (2000) J. Controlled Release 65, 19-29 

[0 0 1 1 1 

ttzii^mm<DV'^y^r')^^^)'-i^:^y-A (DDs) t Lxmm-c ^ ^bmm^^mdsi- ^ 

[0 0 12] 

fzo ^mm^n'^ V V - a ti . V r V xmm (sux) ^^^^ lx^^o. mm^ 
^^u^^(D^^mzi5\^^x-^\^^^mi^Lx\^^fzo 

[0 0 13] 

^^ti^^^ti^mL^^m^^m^^^izm-^fzo 

[0 0 14] 

[ 1 ] mm-^^ u V - A m iz^^ $ ax ^ mmmm v ^ v - a ^^ttmmt^mm t tz \t 

[2] U>}?V-AO««K56^ -7 ^7.y T^V)-^rxy)vm. (^;i'Jt 0 -70%) . 
•7 T^V1\^:^^ J ~)\,r\^^m. (^;vJio~30%) , 7*;^-7T-^'>*>ai^'i> L< tiS^ 
T)\y^)\^^):/1^'^ (^;vJtO~30%) . ryv^U^fi/hm J»JIWK« ^> L < {± 7 :j- >^ 7 r 
f->^;u^U-fen-;i.^ (•t;i'JtO-40%) . ^ J:t>*3 v;;^xn-;i/|R (*;vib0~70%) 
=Sr-^tf. [l]OBI?ir63^ffitfc{i^ifffllSmffi^t>. 

[3] M«t<^a^i5J:i;f?^Jg*«fIJ^|$tLTiiS^$ttTV-<l,. [l]*^^{i[2]OBI^r^i^ffl 

^fz\tm 



[ 4 ] U V - A <^>Jgl:#3!)^30~500nmTab . [ 1 ] [ 3 ] <D V^i*ti.:6-<^BR?»?&*ffl * 



[5] ';^V-AO}K#:d«50~300nm-C**. [ 4 ]0|R?^r&jSS^ ^ /iti Wffll 

[6] 'J>Ky-AOi&^75«70--150nmT-*^. [5](^i&^?^^ffliy::{i^ifffllSma^i^ 

[7] ';'i^y-AO^f-^'mfj3::d*-50~10mVe^^, [l]3e'^'b[6](DV^rtL;6-OBI^r&i» 

[ 8 ] V y A O-lf- m*5::*«-40-OmVt:'* ^ [ 7 ] ^ {il 



[9] ^}-f^v-J^(n>^-9MMii^-Z^ — lOmVT-^-i., W<r>wm^mWi^fz\t% 
[10] U'J^y-Ajcj^^L/i««g<Ojfe'^?&S^^ v^y-At-^'g-§-^^ij>.5&'-sa 
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^-i^ : 4/ 



I^'^Til<5^~^-^^^^ T;i'7Tl.4-7>y if;i--^-^^^ T;i^7Tl.6v>y tf 
IZ-^^X!!^^.^ ^^^77l.3T;i'7rl.6v:.y hUr}-- ;^=Mm. :f U r/v ^-y 3 S 

Jil. :^Unv>'y-;^7:/L3»ll. :t V a^v > y 8 rf7>y-j^ 9+- 

^ ZZt^^'^^ ^^^-^^^ 3'-^>TV;i'7^' h-j^Htt^isiu^-e'-vT-j^i/^i^ h 

iVaXftl^tZ^t'L^^^ ^"^^^^^^ • siRNA^DNA 
[0 0 151 

[0 0 16] 

ttL. ?^Msi5fi:t?MA$tL7t^^j«-is:tBu f^m^rmmLd ^mm^imiiv ^v-A^^ 

^ o 

[0 0 171 

-^it^<DiyTVAyn^^7,xmmtfzit^tLtmmzE-^Ui^^-y^ F-^u^f->mizm 
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fi^o mLfzVyi?y~j,itm^U&isXX/^<Dmm<0^mmm:iM^iLtfi (phagocyt 



tti. -bU^^y^ DC-SIGN. DC-SGNR. au^^y^ > ^ ~ T^m^V ^y^<7)C-i^ ^ 

) . 3' -vT';;i'7^ ^'HMil (HIS) > 6' -vTU (1114 
) . rn^y7i,2-7yj\£t-:^-mm (HIS) . r ri.z-^y ^ \£^-7.~i^m. m 
6) . T)}yyrlA-^y ^\£^-:^~mm. (HI?) . T;V7 r 1.6"r e:^--^;-*!^ ( 
US) . T;w-7Tl,3T;i-:7Tl.6-7>y b v (119) . :t V =r-7>y 3 

S^H (HI 0) . :tU=f-7>y->^4 bT^MH (mil). y^')^-^yj~^b^m% 
mi 2) . a'-vvy-;;?. 6 AMil (mis) . rf^v-y-;^ 7;'L«$I (HI 4 
) , (HIS) . :t U rr-^ > y - >^ 9 +- )»M (Hi 6) . v 

(mi 7) . 2' -7 3v-;i.9i^ (mi 8) . >^7 3v;V7:?' 

y-^mmm (mi 9) . 3--7 3v;i/7i^ h-xniim (m2 o) . s'-vru > 
-T.^.mm m2 d isjiw-vru^vv^^ ^-;^H«sB m2 2) >&^we>tL;5o 

[0 0 19] 

( 1 ) ^fi^jJt V y - A (Di^m 

ItMl::^^:**. ^-g-LTv^*, «^f±E^V 'Kv-AOJitg^tclt^LTv^T i J; L 
[0 0 2 0 J 

^:^yT^Vj\^3:.ifj--)VT^ym. y :^y T^vymmi> L < (±ftSlT;u^;i-'; ym. 

^m. •^yi^')^'yYm. mmwmi^\.<\ty*7sy7^V)v^^)^u-)},m. ^uxt 

ri-;mm:i^mi'fhfi. y^:^yr-hV)\^:=i^)ymh\.x\±^ 'J\^)7.y4i\^yi,7.y7 
■^>?;i/3i;>^ Vf^)\y\\^^ )\/y it7.y 7^V)V^^)y^ V:>^7-Tuy( jvy ^y r'f-V 



Wmr )\^^)\y^) y mM.mil X^Xkt^ V^V7.Y^)vy^:;^yr^z;y'm. vVN-;V5h^';v 
y^^T^yr^Vym.. V:^7-ruy()vy^:^yr^Vym. s^'-fe^;v'; ify^r 
';^'>KattTa, KGMl s JtT^^^'J KGD la. ify^^)^^yY 

v'^ 'J;^ h-f ;i/-7;j->^-7T^v;i'i^';>bn-;v, -J?^)-\y%Yy{jwy^7.yr^-j)\, 

7 * ;^ 7 T ^ >^ > m« ^> u < f i T ;v ^ >- > V ^ -> K« ^) L < ti MJIi 



[0 0 181 
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«^II2 0 0 3 - 2 8 5 4 2 2 ^-y I 6/ 

[0 0 2 11 

il:o~70%) , ■7^7.-7r^'J)y^:^9 j~-y\yr\y'm. (^;i-Jto~30%) . -7^7.-77^ 
':^>^»^> L< f±ft|gT;i/^;vu (-t^i-jt 0 ~30%) . MJStK 
«'J)L<fi-7*;^:7Tf-v*;i/i^';^:n-;i.^ (^;i/Jt 0 -40%) . iD^rr V^xn-;i/ 
« (^;VJtO~70%) «:-^tp^>0;5*^tfP,tLSo 
[0 0 2 2 1 

[0 0 2 3] 

u^vu-jv, y ^7y7^V}yyj:-9 7'-)\^rAyWi. y^T.yr^z^ymm. ir>)ry 
^ V vm. mmnm ^) L < {± 7 ;^ -7 t >^ ;v V -t n - «r le-^^^ 1 1- JffiS t # 

[0 0 2 41 
[0 0 2 5] 

tt-fk^ ^XTV^ ^ c t t Lv>o _hi£ (7) J; ^ LT V y - A i^i^MLtzmz U *° y - A 

MS:«p^mb-r;5.o_u^y-AMo^7fctt<b{±. ^°y-j^mmKm.7m^t^m^^ 

Kn^vji^;i.) T^y'o^^v, > U ;^ (H Kn^->-/n tf;i/) T^yj^tJ'V, h ( 

mmifhfi^bo mkti. V5i^y-AJK<^fli«7:^>^yTf•v';^J^^y-;^T5 >JLt;^ 
M<^2fflf!jlia: h (t Kn:^v^-5^;V) T ^ y >i ^ y t ^m^^X V - AmMi: 

«mbl->5.o ^^mb^J^o-^^fi. Tie^ (i).^(2).^(3) mx^^fi 

[0 0 2 61 

X-Rl(R2 0H)n ^ (1) 

H2N-R3-(R4 0H)„ ^ (2) 
H2N-R5(0H)n ^ (3) 
[0 0 2 71 

y-Ammt^mttii,mmm(D-m^mt^^ir;hKBi^'gmm^mL. mx.ii^ coon 
^ NH. NH2, cHo^/&s^tft,tL^o nii^mm.im-ro 

[0 0 2 8] 
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^-z; : 7/ 



;5'i*°i:7i???t^J^ (#gi2 0 0 0-3 0 2 6 8 5^) m^is^^nmi- Z t 

[0 0 3 0] 

[ 0 0 3 1 ] 
[0 0 3 2] 

[0 0 3 3] 

c § '6 o 

[0 0 3 4] 

[0 0 3 5] 
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^-v: 8/ 



[0 0 3 61 

Mfil«T;uy5> (HSA) . -^^^IflLttTJl/r^ > (BSA) ^<^tttl<^)JfiL?tT;l-y V > 

§r\,^^t'h^'^^7.\,Z'D\i^X<Dm.mzX ^mi^ibhfLXx^^^o 
[0 0 3 7] 

[0 0 3 8] 
[0 0 3 9] 

^•f'}it'v~AmMKm^n^^^^^:ho V^-J^V-A^, NaI04. Pb(OoCC 

H3)4. ^zB iOzm(Dmimx^mLx. ')^^y-^mm\z-:^^^:hifv^^)^iyv^ 

®1bL. ^^cv^-t^, NaBHaCN. N a B H4^0ft^=tffiv^-r. 'J > 5& -gSK ^ .-jf y 

3.3'-vf^:te^;^;i/7*j^^S/r:5^;vyne^^- V > u a - ;v tf ^ 
- h^0 2i5MS4-ffiv>T, h (t Kn^'>^ T 5 ^ iJ' > «r V ^i^' V- A±<^ 
[0 0 4 0] 

[0 0 4 1 ] 

■c ^ v^7|c^j£.-e5* o T <i, ;^Si5:$3-(^ 2 =^ ffl v > t m.i^'mmm ^ 9 o 

ot>9, -OV^y^A±gSKi-#§^LTv>^2«mo*^j;&5fe5gt (t Kn 

y - A ^ ^7fc14>fki- ^ o 

[0 0 4 2] 

x\t^fzi)-%,&.^ni!F^^x-^^-h-^<D^^\z^7i.. ^tLtciV). mw<?)a^^tcMI^$ 
[0 0 4 3] 

'S>M«<^>il7C*^^, NH4HCO3. NH2COONH4^<^T>^ciH7i,:^^^\,^^-,; 

miE#2 004-3078848 
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JL^U>^^} ::i - \£ )U y ^ ^ ji^ 7. ^ ~ 

[0 0 4 4] 

V si^V- AOJKSfi, 30~500nm> 1kftL< (±50-300nm> $ h izli^t L < {±70 
~150nmtr*;So tfz. -b'-^TOti. -50~10mV. »t L < {±-40~0mV, $f^tliiftL< 

V - A ^ 4 OOS^CO U V - Ln^i)\ ^rLh<OA -=>(r>W^<D U V - 

[0 0 4 5] 

1-60®, 0* L<l±l~401@, ^Jbtcifj L<{±l~20l®-e*^o t 
fc!. U4T-^t)f±, VVi^-^SK^fflv^^m^Ji, 1 -30000®. »tL< 

{± 1 -20000®. $^{C0t L< (± 1 -10000®. *^VM±100-30000®. $fiL<{±100 
-20000®. $ t {C0^ L < {±100-10000®. (±500-30000®. SFt L < {±500-20 

000®. ;^?>{C§f^ L< {±500-10000® -So U >*-Se®=S-fflV>^:V^J^'^{±. V jJ? 

V - A 1 19 ftlft 1-500000®. &t L < (± 1 -300000®, $ \z.^-t L < {± 1 -100 
000® m± oHil $ -i> i ;0*-e ^ ^ o 

[0 0 4 6] 

-^mmi. -tS2vT';;vjV-f ;^XMMm* 7t:{±itti:IWI;|t{;E-bV^-^>. P-bl/^-^ 
[0 0 4 7] 

BR^V&^fflt7t{±^|^ffiEma^!^W^fc-tSBt^{±. K^$tL5&V^75*. 

[0 0 4 8] 

-^^m<Dw^'(^mm-^fz\m'mmmmi^m!iif^tsm^^^>\SL^) .i?v-A{±. 

^ife^m, :^5S»J^J. ^^^^^J. fctW^. irC'i'-f mifff^^fiJ^J. -y-^f h 

^-g-^ h * ^ :^tiL#:. ^-9-^ • y^?!? 

[0 0 4 9] 

^tLibo. 'fb^J^{±. V5Ky-A4'{c^A$tL-cv^T^. V^-Ky-A^®{c^>^LTv> 
[0 0 5 0] 

';>J^y-Af*i^'x,^^X(±. mT<^;^i£{ci t^fi^^o u '-Ky-A-.»j^=^$tA-r^ {' 

. y *J^y r^':^;i/Ji:^y-;i/T5 7 *:^y r-f-v^>'m®^) U < {±S^T;v^;i'V 
>'i^m«. ^ V :j- ^) L < {± y ^ ^ y T ^'>';Vi5^ V -b n j; xf 

=iu:^7-u~- }pm^^tTmM^m^^x U *° y - a ^M^-r * «n t {c J; i? . ^^J^{± u *° y 
-Art{c^A$tL-2,o 
[0 0 5 1] 

ffiiE# 2004-3078848 
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•^-v': 10/ 



'yj^y:fnm\zi,hmu^^-^ *^v^{ii^it^j, mmu mmt^^^kzi^^^u^^-^h 
^'^'y-^-y-^^^^'^m^mzm\^hfL^mm(r>i!^'^%\^<^\t^mikzmm. M^tTtf* 

[0 0 5 2] 

^55'^'^Sfl^^22^S^'^^ P^^^tLT. .i^ia. ^P^^. wait. ^P^'^W 
[0 0 5 3] 

[0 0 5 4] 

[«M 1 1 
[0 0 5 5] 

U.ifV-A{igE^O^^ (Yamazaki. N., Kodama. M. and Gab i us, H.-J. (1994) Meth 
ods Enzymol. 242. 56-65) J; . 3fcail=i-;vmS^&^fflV>TP«!tL^o i"^*?-*, 

tL35 : 40 : 5 : 15 : 50iii>g-(^)>g-tMt®:i:45. 6mglC a - h U «i7 A ^46. 9mg^Jn 

^IJt? #'^tLfcJigKm=^TAPS^« (pH8.4) 3mUce^ 

V®tf^?i:'J*;^sf/^^"^'^^^^^^^^^='-° ^"^^^ 5-b;VMS?^^PM10m (Ami^con 
Co., USA) tPBS^«f^(pH 7.2)=S:fflv^7tpmiiMt;>6>lt±^-U.ifV-A (¥*l?*a#100n]n 

) lOmlSrli^LTto 
[^M1?!l 2 1 
[0 0 5 6] 

^MMlT'limL/c';*'V-A?#m0ml*XM3G0M (Amicon Co. . USA) fcCBSj^«i5£(pH 
8 5)^fflv^7-|51^MlC:i^lt^f^CDpH^8.5tCL/Co ^(l. ^^K^bis(sulfosuccinimid 
yl)suberate (BS^; Pierce Co. ,USA)10inl ^Jnx.. 25t:-e2B#rBl» Lt^o t^k. '^\zi 

nH «^^^^.2^f2Sf?^!^^?^''^° "^^"^^ -<^V>}^V-A?8[^XM300MtCBSM«( 
pH8.5)-eRa^jt^tC*.ttfco ^^CtC. CBSJ^«f^(pH8.5)lmUr?#>^L7ttris(hydroxymethy 
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Daminomethane 40mg'Sr V '-Ky-AmOmUcJn£T. 25X:x-2m^M^^. T'Ctr— M*!^ 
tr U 5Ky-Am±<73J[ltaiCj^'g-Lf;BS3 i:tris(hydroxymethyl)aminomethanefcO'fb^M 

rJ' y~)VT $ >-t:iwtris(hydroxymethyl)aminomethane07K^^75*ieia:LT7lcjFP^7K&'fk 
10 0 5 7] 

'■^•v-AEM±'\on hifiLvf T;i^y'5 >^ (HSA) <d^^ 

^^cr>^^ (Yamazaki, N. , Kodama, M. and Gab i us. H.-J. (1994) Methods Enzymol. 
242. 56-65) KX^. * y ^ V > ^^^iSffi^ffi v^T^f ^ -r^t>-^>. ^(DKJBii2^^ 

1Sy^^)-^=yY-k (pH S. 4) tC^^O^ L 7t ^ ^ it a -i; h i; A43mg=^ 

itit-r-SCiitlJ: i^il'fb^tLT'c'; 5^°V-A10ml=Sr#fCo ClOU *°V- Aj^tc, 20nigOli > 
MT;vy5 >'(HSA)4rlra^T25t:T-2^W^^L> ^lCPBS(pH 8.0)tC2M NaBHaCN 100 // 1 
4- in X. -ClOr -e— BfemS^ L r y v - a ± <7) > ^ i; :t K i: HSA i; <^ U >' rJ'* R)S 
-CHSA^M^L/io -e-LT. XM300Mi:CBS^«T^(pH 8.5)T-gt^jtiaS-L/v:^. HSA^g-^V 
5i^V-AmiOml^#/Co 

4 ] 

[0 0 5 8] 

i; jj^v-AMMf&'^ii MfiLt»7;i'y5 > (HSA) ±--0;^^ ;^XMH|iil. v-rViv^i^-f 

;v7Ti.2v>'y if:t-;^-3»ift. T;i'7Ti,3v>'y tf;t->?>-MII> t;w7t1.4v>' 
y T;w7Ti.6T>y t;v7 t1,3t;v7 Ti.6v>y 

> y - ;^ 5 -bi^ll. =rvyy-->?.6A^iI. ^fvvy-jx. 7:^*ilft. vi^^^-zr-^-y 

;l''f ;^ XMn||^(Calbiochem Co. , USA) 50// g=SrO. 25g<^NH4HC03 Lt^O. 5ml7fc^^ 

icljnx.^ 37t:T'3BPBm^Uf^f^. 0.45;«mOy ;V'i5'--C?iiSLTMIS<7)3l7G*3iOT5 

M^3-C#7tVJ}^V-A^C0-g|5:9'lmHw^#fii^3,3' -dithiobis(sulfosuccinimidyl p 
ropionate (DTSSP; Pierce Co. ,USA)lmg*iJPx.'C25'C-e2I^K> Mv^Tyr-e— B^fe^# 
XMSOOm t CBS^«f& (pH 8. 5) -e|51^?«dt L TDTSSP;^^ V -i^' V - 2^±.<rmk\Z^^ L 7t V ^ V 

-fk^^SO^g^inx-T, 251CT'2^P^WL. •e<^m7'C-e-H^fe«$5|iL. XM300Mi:PBS^« 
^(pH 7.2)7? Pl^MLTU^V-AmM^-^ 11 MflLV»T;vy*5 ±<7) DTSSP X 
M^Mo^'^=g:ffo/io -e-<^*S:^> 0l■e^$^^'&;^-f ;^XM=i»^i:ii hiflLt»T;i'y 
? y t V .i^ V - A t L 7t U V - A 2ml (Mfil:2mg, |§:M S 4200 g. ^1^^. 

#100nm) ^-'W^tLT^Co 4feOJ^iIiP§^';'i^V-A^ffiv>^MiI^^x.TTOO^i£-C#$!i 
tTto CltL^eomi^'g-'; jHy-A{±. 1212 1 6 ii^LTto 

5 1 

[0 0 5 91 

i; s^-v-AmM^t-g-t hjfiLJtT;i'y5 > (HSA) _t-^<^9^' h-y^-3^ai, 2' -y3'> 
JVy^J' vy=i'>;i/7^' b-^E||^> 3-yni/;i/9^' 3'- 

i^ll t fi6' - v T V ;v 7 ^ h -If 5 y HHilcT)^-^ (Mf:l^^fij&*^* -2> o 3 mm 

=7^ (Wako Pure Chemical Co., Japan) ( l)50;/g. XJi. 2)200;/ g. X 

ti. 3)lmg) =S-0.25g<^NH4HC03?:^;&^Lfc0.5ml7ic^?StCinx.^ 37°C-e3B F^^^jiLfcm, 0 
.45;um07^;i/iJ'-X'iiiiLT||«^Oil7C5K^<;975 y'fbSJS^^^SLTvi^ h-XZlM 

m<^i5^ U 3 '>;vT 5 y-fb-^tjso;/ g^#y^o ^^tc, nifiM a 'J >^°y - a W.<r>-U5^\ 
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mUC^^|^^3,3' -dithiobisCsulfosuccinimidyl propionate (DTSSP; Pierce Co. , USA) 

ime^-mkx25x:x-2mm. ^y^^x7x:-^-mmwL^ moomtcBsmmmnn s.5)xm^ 

MLTDTSSP>5^';.i^V-i^±(^HSA^C|#^L/c';.-^^V-Alml=^#/to ^ii> i<7)ij.-Kv 

» L. -eomy'CT— BJ&M# t> XM300J1 i:PBS^^»?^(pH 7. 2) T'Pl^^iiji LT U .i^* v - 
AUffi^^t: hJlilttT;vy5 >±<^DTSSPt' 7 ^ h 0^-^=5: fi^o Tto 

5>t>;*°V-At>6?|S^b7t';.-ifv-A#2ml (ll:ltK^2iiig. ii:iieS200;. g. 

#ioonm) ^mhi^tzo ^<^mm^^v ~ A ii m^^^ ^mm^sr^^rmmtoysmxi^m 
Lfzo m<Dmm^^v:^y-A<omm^m3. 4:fej: if 18-22 ic^i-o 

I^»J 6 1 
[0 0 6 01 

V *° V - A MM^-^ H b JfiL^t T ;i' y ^ > (HSA) ±-^<^ tr i s (hydroxymethy 1 ) aminometha 
lmllC^;^|^;^3.3' -dithiobisCsulfosuccinimidyl propionate (DTSSP; Pierce Co. .USA 

)img^inx.T25'CT'2^FBi^ m^^x7x:x~mMnL^ msoomtcBsf^mmiDH B.5)xmi^ 

mMLXDTSS?-A^V^°V-A±(DHSMzm^LfzVyf^y-Alml^mzo ^iz^ i<^V.i^y 
- A^tCtris(hydroxymethyl)aminomethane(Wako Co. .Japan) 13mg^Snx.T . 25'C-e2B^F^ 

WL. ^<Dmx:x-'mmnL. m3oomt?Bsmmm(iiii7.2)xwi^mMLxv^y- 

AHMM^li hskmrjvzr^ ^±<7)DTSSPttris(hydroxymethyl)aininomethane<7)M'^=^^f 
o/co ^co^^^^ |2i2 5 -CTl^^^tL^trisdiydroxymethyliaminomethanei: t: hm.^TJl'y 
^>t^):^y^J,ti,*^^LtzitMiW^tLX<DV^^V-2. 2ml Gmj|iK»2mg. 11:^6 
£200;/ g. ^:^3fe#100nm) 7&s#e>ttfCo 

immm 7 ] 

[0 0 6 1] 

u jJ^ y - A m® ^t-^ t h jliLtS T ;v :r 5 > (hsa) Ji <d my^mtism 

y-A±coHSA m&«mM(Dm7i^mmm^n^fz. mm^^vy^v-AZmuz. trisChy 

droxymethyOaminomethane 13mg^rinx.T> 25X:X2^m. -?r<^^k7X:X—m.^WLfz^. X 

moomtPBsmmmipii 7.2)xmnm^L^Kmm^^.^Lx. M^M<^x^^m7Kmt 
mm^fifzmmm^v ^v-A^^i^^2m\ (i^j!i®s2mg, i^sei200y«g. ^m^mo 

Onm) ^#/Co 

immm s ] 

[0 0 6 2] 

^^S<J^ t'^ Mi^^ (Experimental Autoimmune Uveoretinitis : isJ^TEAU) •=&T';i''r <J7 >^ 

^^Wj<^ : C57BL/6V -ir x (m. BM^) 
^ ^a^H : H h^)ii#^fi*JSSlRBP (Interphotoreceptor Retinoid Binding Protein 

-^^^y^K i5^J GPTHLFQPSLVLDMAKVLLD (1-20) 

Ti^^/N'> K : ^^(H37RA)?EW6mg/ml '^:t complete Freund's adjuvant (CFA) 
m^S^MM : WH^^^ (Purified Bordetella pertussis toxin (PTX)) 
[0 0 6 3] 

KTfcMi: T h i:^mitx 1 : 1 iz^m L%mmt LxmU-T^o 8M 

m<DC57BL/6m-^ ^ X \zm^fz 19 . mMi^Tsofi g • mstis&Tso/. g. ^mo^fx gmm-t 

lE^Tt l9100ngOWB^«*SriiiJP7y.3.yN*> b t LXm^P^n^-t^^ EAU^^O 

mm\±. o.5%vu\£:^^ • o.5%mmy^=■u7v>Kxnmll^n±^^mJs^mm■r 
^zti,zJ:y)wmLtzo ' 
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[0 0 6 4] 

immm 9 1 

[0 0 6 51 

u V - A (D^^p^mwMn 

[0 0 6 61 

EAUvizT^js J:tfiE'^-7'i7;^tz^tL. 3^11+ V y - A , Mil- U 5j^°v - A 
[0 0 6 7] 

~Ai-^'a-LfcFITCom5l&^ffi=^:^^-7-f i^ny'W- h i;-^-Biolumin 960 (^Ix^j. 

^^v^-C^fifv^. 490nniOexitationi:520nmOeinission'^ttii L/co 

[0 0 6 8] 

mm-t^^ti}mh:^-ttj:^fzo tJfeoT. «#-r'<7)*^mft{i';>}^°y-A^-^30^f^lC 

m+U ^^"y-i^tlim-'J '3^°y-A<D*«JcM{iMi6^v^o —^0. M\i-^^^<Dmxitm 
m+ U ^y - A {±iE^"v ^ >^ (DWi(06^<D$^m^mit>t:o L/i- LH^- V -i^y - -t. "CfiEAU 

\i3E'B-^'^:^(D^fLt)AM\^xi^mi:^mB:X^'Dtzo 
[0 0 6 9] 

5^^=S:®i LfzmxcD^^J ii^V ~ 2^(D-:S^^ ^^(Dn-m^UibfZo J^il - ^ y - A ;?)^A 
J::hi><Ot^K.hti^ (passive transport) o Mll+U Jj^y-A^^EAU-r-^ jx.<^|g. 

xiE^-r^T.tDmmmo^mn (^^^?t>«0i-y >Ky-Ai:jfciScLTi^j4ig<?)*«) =sr 

ti-S (active transport) o 

immm i o i 

[0 0 7 0] 

u ;K y - A coife^ia5i2:-v<7)^jK 

ife^M^ m.) <Dif<D^mzv^y-M.(Dmmi!i^^\:^^T(p^wmir^:itt:^&^tLx 

[0 0 7 1] 

^ K:fe5eEmi6 S B <^EAUII^-7 ^ 7. OJIS^M i I9 'J ^ y - A =Sr^#o SO^f^t' -^7 
;^Bl5^=S-iiffiL'^<7)i^0CT3>'/N°.j7y KiC>S,S • W^X^fZo h-A«-fflV>T6~ 
8um(t^-eOM-=Srf^i!iLAxioVision {ij - )Vy t ^ :^^) =£rfflv>-cm^ U/co 
[0 0 7 2] 

*§*ii|ll2 6Jcj|3^-t*o EAU-^'>;^ic$lM+i;>Ky-A=t^-^^;g. &-^m5^tc:fe 
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^T'fi. mmy^yimt^. mm<Dm.m^<^^tit^Mo^mmm-c^^ 02 6) „ 
^mM(oB^s. w:mmmx^f£\,^ (^2 6-f) o ttz. iE'B-r'!7 7.i,z^\,>xii\,^rfL<D 

y 5jfV-i^lZ;feV^T4)^»K(i|f|^-e#«:V^ (0 2 7) o 
[0 0 7 31 

i fHmm+ V 'i^ V - A ^*ig:ifi|Si5i£OjfiLlf tC^31 L -C V> ^ E-fe V ^ -f- > . P-fe ^ > ^ 

^fi<>i:LT^«L. -?-<^m. ikmzx*)^±Ltzskmm&mmmm^m^xmmm.mzM: 

nx^i'j:i)-'otz<D\i^ i<7>U>i^V-AOi^^S|5f4-.0*«555passive transporfC^ ^ 

4£t!t L T < i6 1 #x. P> tL* o 
1 1 1 
[0 0 7 4] 

^^t-^mmtx^xn-ofzo 

[0 0 7 5] 
[0 0 7 6] 

•V ^ ;^E-select in 1 ^J' n - : ^ ^) ^ -li o FITC^g-^O^-V 

10 0 7 7] 

(2) ^**ft#tet; i-S^tii : ^•y"i7 7>E-selectin ^ J: OT-selectin 1 ^irL# (4^°';^^ 
n - :^ Jl/^^: : ^ c^^) i ^j^^^ i^^fe^^'S t iWI« IZ^tV> . . VECTASTA 

IN (^^ra) ABC-AP kitisj;?/ Vector {^mmU) Red Alkaline Phosphatase Subst 
rate kit I^M^^X^-dTzo 
[0 0 7 8] 

v^^-feid^m^-r * :& S:?g^ L ^Jto 
[0 0 7 91 

[0 0 8 0] 

EAU V ^7.\Z^\'t:hY.-^V^^V^ "i-^Xy^^y (Ty^'m.WSL t ||S^+ V '"K V - A O^^gg 

[HM^ 1 2 1 
[0 0 8 11 

E-^r V jjr ^ > t p_^r 1^ ^ V Oit^lg-^ izx:h mm+ V V - A (D^aia* 
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[0 0 8 2] 

EAU^^V'^T.c^MMJ; l9*/L-V'^;>^E-selectintn:#200//g. in,-r ^ 7.?-se\ectinmi^2 

V'J^V-A'Srm^MJ: •?ig^L10^1^BS«t^tB L^M^*H^i8i--&o 6-8//m<^<tl§^ 
[0 0 8 3] 

drills 0tlj|^-ti)o E-t lx^"^>fcP-fel'^r^>(^j;j;^^[5jpdpj;EAUvt7^tC^ 
[0 0 8 4] 

dO^mt. ^m^Jl lT^Lfc*t:i:^-#ii:-C#x.;|, MH+y 5J^°V'-i^<^;^6^J{iE- 
[0 0 8 5] 

£1. _h<^^^*g:^ J; 15 , V T 'J ;v xmmm^ >; y - A fiE-fe v ^ ^ > t p-b w 

^ > * ^ < L T v> * 6<} l::^^J ^ M - T- § i i: ^ tL^^ o 

[Mlt±c^flJ^pr titel 

[0 0 8 6] 

[HIMOffi^^rai 
[0 0 8 7] 

[0 1 ] xm~mm^m^Ltzv 'i^v-Acom^M^^i-m^n-c^^o 

^ o 

[US] 3' -i^T^))v^i^ h^^>=mm^i^^Lt:v^y-j^(Dmi^m^m-rm^ 
[115] T;i'-7Ti.2v>'yif:^-;^ =sr^^ L/C v V - A <ommn^^-rm 

[118] T;i^y 7 1.6-7 \f:t-:^-mmi^^Lfz^)y^v-A(Dm^m^m-rm 

[HQ] 7;i'y rl.ST-O'yrl.evixy 1; :^_j:^=>^l|,g.^^l^y^y 
[HI 0] ^U=i'v;/y-;^35«ilI5rj^^L7tV^V-Aomji|?lI=&^i-M^lIT- 
JHl 1] ^V::f'^>>^-:^4h:kmm^l^^Lt:Vy^y-A(Dmmmi:^-rm^m 

[HI 2] =f-^yy'-^5-bmm^m^Lfzv:^y-A<Dm7kmtm-rm^mx 

2fe -i) o 

IHl 31 ^Urf-^^y-J^eAJK^Srjj^-g-L^V^-V-Ac^mitM^^i-m^lI-e 
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^ o 

[mi 9] v73->;v7^' h-;^Eg$ig[tii l5>l^l^^$tL/cu^Kv-A<^#it^^^^•r 
[02 11 3'-vT'J;i/7^' h-;^=ietl«tlt'^L3tV'J^v--i.o«jt^t^-rm^ 

0-cab^o 

[02 21 6'-vTU;V7i^ h-v^HMM^i^'&L^v:'; J^°V-A<^m5t^?0^^i-«^ 

0-e$)-2.o 

[02 31 ib^iiWfc LTc^trisChydroxymethyDaminomethane^-^-^LfCJ ^V- 

[02 41 ll^fi^^ifdJm2^l§^=^^-t-0-e*^, 
[02 51 U'i^v-AOM^SiJ:9-^=^^i-0-e2b^, 
[02 61 U ^V-A^:flr(O^F^igiiS-^i-0t?^^, 

[0 2 7] IE'^V'>>?>i3 J:0'EAUv'^;^-e<D'J .i^v-A:9-^Sr^i-0-e*)-&, 

[02 9 1 ^*in;#fetcj;^^ai<7)^^^^-r0tr^^o 
[0 3 0] ^'g-|fi#^@t<^*g*=£r^-r0-e*^o 
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2 5] 



1^ 

to, 

O 



Oi^am dlstritoiBtiiinn off lipcsonjae 




choroid &retiiia 



lOag/ml 



20ag/nil 



[112 6] 





Imin 


3min 


5min 


7min 


lOmin 


30min 



EAU vi^Xf-IS^ab t) U 3j^y-A^^ 



tBiE# 2004-3078848 



2003-285422 



[1112 7] 




Nor control 


Nor SLX(-) 


Nor SLX(+) 


EAU control 


EAU SLX(-) 


EAU SLX(+) 



[112 8] 




in, E-selectin U ^ tl^-^-Jl/^i^ yuy^Z^ /fy^ \s 
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[112 9] 



P-selectin EAU I P-selectin brocking 1 P-selectin Normal | 




[US 0] 



Jtl P-selectin+ E-selectin T-i* V ^ ^ 7" IgG ^#|^ 
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mm^-^ [301021533] 
1. M'M.^BB 2001^ 4B 2B 

^ M ^:^f|5^f^BaE®:d^M 1 - 3 - 1 



mtE^-^ ffifE#2 0 0 4 - 3 0 7 8 8 4 8 
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